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(54) Compositions containing 
amoxycillin trihydrate and 
potassium clavulanate 

(57) A dry unit-dose pharmaceutical 
composition suitable for oral 
administration comprises 20 mg to 



1 500 mg of amoxycillin trihydrate, 20 
mg to 500 mg of potassium 
clavulanate and a pharmaceutical^ 
acceptable carrier with the proviso 
that the weight ratio of amoxycillin 
trihydrate to potassium clavulanate is 
from 6:1 to 1:1. 
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SPECIFICATION 
Pharmaceutical compositions 



present —— ^ 

becterial agents useful in the treatment of sram-negative i ana gre „ ^ 
However, certain bacteria •"^^■p^^^X^&oe^ as /i-.actamase inhibitors 

SrerSg^^^ 10 
10 P We have now found that when am m 0 ^^^;^ a te°^orAe life than analogous 

potassium clavulenate. the resulting i 8 "pla "d bV sodium clavulanate or the like , or ,f the 

present In the amoxycillin trihydrate un it-dose pharmaceutical composition suitable 

Lo»«f7SS 

COmPO Mrsu,tab,v the weight ratio of amccycilHn trihydrate to potassium clavulanate isfrom 6:1 to ^ 

25 2:1fo P S«gh^ 

about 2:1 a ratio of about 2:1 being particularly P™feirea . 25Q 

clavulanate for example it may conta.n about 50, 60, 76, iw, 

aforementioned approximately 50 60, 76. 100. 12 °'^^ Qf tab|et , capsu | e , syrup powder or 4C 

40 granu s:^&°p^ 
Mbtet Kn«r^ 

about 126-150 mg of amoxy« 
45 preferred compositions .especially shaped ^^^go, potassium clavulanate. 

mg of amoxycillin trihydrate and about 1 25-1 K ™9 °' p , fl „ erg such as microcrystall.ne 

Such compositions may conta.n ^^JXmeg a^ts such as sodium starch glycollate or 

cellulose, lubricants such as ^^JT^S^ may contain flavouring agents, P"*^ 65 - 

other similar known agents I " SElnSch compositions should be water-free and 

50 colouring agents and the like. The matenals present i 

preferably pre-dried. „»h in the carrier include microfine cellulose (as a filler) 

delays Ingress of moisture. Suitable agents to ^s or heir conventional modifications 

'^usthepresen^ 
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It is particularly advantageous to include a desiccant within the package. 

Thus in a further aspect this invention provides a packaged pharmaceutical composition of 
enhanced storage stability which comprises a container closed to prevent ingress of moisture and which 
contains one or more unit-dose compositions as hereinbefore described and a desiccant 

Suitable desiccants will be non-toxic and include Silica Gel or crystalline sodium, potasium or 
calcium aluminosilicate (commonly termed "Molecular Sieves"). Such desiccants maybe Included in 
sachets or capsules within the packaging or may be enclosed in a receptacle or separate compartment, 
for example in the cap or on the floor of the container. 

In yet another aspect of this invention provides a method of prolonging the storage life of a 
composition as hereinbefore described in a container which comprises storing said composition in an 
atmosphere maintained dry by the presence of a desiccant in the container. 

Suitable containers and desiccants are as hereinbefore described. 

The dosage form of this invention may be frabicated in the conventional manner, for example by 
blending and compressing to form tablets, blending and filling into capsules or blending and filling into 
sachets and the like. ~ 

Thus this invention provides a process for the preparation of preparing a composition as 
hereinbefore described which comprises bringing into association the components of said 
compositions. 

Suitably the unit-dose compositions when prepared are filled into a container which is then closed 
to prevent ingress of moisture. 

It is preferable that the formulation of the composition is carried out in a dry atmosphere, e.g. one 
containing less than 30°,, relative humidity and more suitably one containing less than 20° . relative 
•humidity. 

In the following examples, which illustrate the invention, the compositions were formulated under 
a dry atmosphere. 

EXAMPLE 1 . 

Tablets of the following compositions were prepared: 



10 



15 



20 



25 



Ingredients 


mg per tablet 


Amoxycillin Trihydrate 


280 


. 290 


580 


580 


Potassium Clavulanate 


60 


150 


120 


300 


Colloidal Silica 


3.0 


3.8 


6.0 


7.6 


Sodium Starch Glycol late 
(dried) 


7.2 


8.9 


14.4 


17.8 


Magnesium Stearate 


5.0 


6.2 


10.0 


12.4 


Microcrystai line Cellulose 










(Dried) to 


436.0 


550.0 


B72.0 


1100.0 



on m u The u. ab '!? S W6re preparsd b Y Passing the ingredients through a 30 mesh (British Standard) sieve 
M and then blending them. The mix was then compressed in a conventional tablet machine. The tablets 
were prepared in a batch of about 5000 tablets. 

™» 7 he preparation of tne tablets was carried out in a dry atmosphere (relative humidity less than 
30 „). 
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EXAMPLE 2. 

Tablets having the same composition as those of Example 1 were also prepared by the following 
process: the potassium amoxycillin and potassium clavulanate were sieved, blended with a proportion 
of the d.sintegrant and lubricant (about $ of each) and compressed to a uniform density on a tablet 
machine. The pressed slugs were milled to produce granules of a uniform size and density and the 
Acs I!!!?" u f th *j"9 redients th6n mixed The blend was then compressed to tablets on a conventional 
w tablet machine. The tablets were prepared in a batch of about 5000 tablets. 

qh» i™ 9 preparation of tne tablets was carried out in a dry atmosphere (relative humidity less than 
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EXAMPLE 3. 

Fifteen of the 290/1 50 mg tablets of Example 1 were packed In an amber glass bottle and the 
bottle closed with its metal screw cap to exclude ingress of moisture. Prior to capping a sachet of 
molecular sieve (sodium aluminosilicate (type 4A) (1.0 g) in a moisture-permeable sachet) was 
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included. . . . 

A bottle of 290/60 mg tablets were similarly prepared. f „„„ WB . 
After storage the potencies of the ingredients were found to be as follows. 



Strength 


Storage 
Period 
(months) 


Storage 
Temperature 
(•C) 


Stability (% of initial potency) 


Trihydrate 
Amoxycillin 


Potassium 
Clavulanate j 


290/60 


Initial 
2 

4 


20 
30 
37 

30 
37 


100 
97 
99 

100 

96 
96 


100 
100 
100 
98 

101 
100 


290/150 


initial 




100 


100 




2 


.30 


99 


105 






37 


99 


104 



Similar capped bottles may be prepared in which the molecular sieve is replaced by silica gel. 
After further storage the observed potencies for these forms were: 



Strength 


Storage 
Period 
(months) 


Storage 
Temp. (*C) 


Stability (% initial) 


Amoxycillin 
Trihydrate 


Potassium 
Clavulanate 


290/60 


8 

12 


20 
30 
20 


99 
98 
98 


95 
90 
95 


290/150 


4 


30 


96 


102 






37 


97 


100 




8 


20 


105 


99 






30 


101 


99 






37 


98 


95 




12 


20 


103 


101 






30 


97 


104 






37 


95 


99 



EXAMPLE 4. 



A single-dose sachet containing a dry powder to be reconstituted with water before administration ^ 
1 o may be prepared containing the following: 
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Amoxycillin Trihydrate 
Potassium Clavulanate 
Buffering Agent 
5 Flavour 

Desiccating Agent 
Glidant 

Sugar to 

EXAMPLE 5. 

1 0 Tablets of the following compositions were prepared: 



mg per dose 

145 

75 
10.0 
55.0 
500.0 
20.0 
3300.0 
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Ingredient 


mg per tablet 


Amoxycillin Trihydrate 


equivalent to 125 mg of 
pure free non-hydrated 
amoxycillin 


Potassium Clavulanate 


equivalent to 62.5 mg of 
pure clavulanic acid 


Cross-linked polyvlnylpyrollidone 
(drsintegrant) 


50.0 


Monoammonium Glycrrhizinate 
. (flavour enhancer) 


15.0 


Flavours 


32.5 


Magnesium stearate (lubricant) 


20.0 


MIcrocrystal line cellulose to 


750.0 



blendKnJfiS W8 h PrePar9d fn b8lCheS ° f 2000 * passin 9 the 'nsredients through a 30 mesh sieve 
blending together and compressing on a suitable tablet machine. 

Fifteen of the above tablets were packed in amber glass bottles and the bottle closed with * m«**i 
After storage the potencies of the ingredients were found to be as follows: 



Storage 
Period 
(months) 


Storage 
Temp. 
(°C) 


Stability (% of initial potency) 


Amoxycillin 
trihydrate 


Potassium 
Clavulanate 


Initial 




100 


100 


2 


37 


102 


100 


4 


30 


98 


100 




37 


94 


101 


8 


20 


102 


96 




30 


99 


. 96 




37 


92 


91 



EXAMPLE 6. 

20 Tablets of the following composition were prepared: 
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Ingredient 


mg/ tablet 


Amoxycillin Trihydrate 

Potassium clavulanate 

Microfine Cellulose 
Sodium Starch Glycol late 
Magnesium Stearate 
Microcrystalllne Cellulose to 


equivalent to 250 mg of 
pure non-hyd rated 
amoxycillin 

equivalent to 125 mg of 
pure clavulanic acid 

100 

15 

3 

765 



SSSSSSSSSSSaassssr ■ 

machine. 



Storage 
Period 
(Months) 


Storage 
Temp. 
(*C). 


Stability (% initial) 


Amoxycillin 
Trihydrate 


Potassium 
Clavulanate 


Initial 




100 


100 


2 


37 


97 


101 


4 


30 


100 


99 




37 


98 


99 


8 


20 


101 


98 




30 


97 


99 




37 


96 


100 



EXAMPLE 1. . 
1 0 Tablets of the following composition were prepared: 
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Ingredient 


mg/ tablet 


Amoxycillin Trihydrate 

Potassium clavulanate 

Mlcrocrystalline cellulose 
Cross-linked polyvlnylpyrollidone 
Magnesium Stearate 
Glycine t0 


equivalent to 250 mg of 
pure non-hydrated 
amoxycillin 

equivalent to 125 mg of 
pure clavulanic acid 

250 

45 

11.8 
975 
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potassium clavuianate was passed through a 30 mesh screen, all three materials were then blended 
with a portion of the magnesium stearate and compressed to a uniform density on a suitable tablet 
machine. The pressed slugs were milled to produce granules of a uniform size and density and the 
remainder of the ingredients were then added. The mix was blended and compressed to tablets on a 
suitable machine. 

Fifteen of the above tablets were put into an amber glass bottle and the bottle closed by a screw 
cap. The storage properties of the composition is illustrated by the following: 



Storage 

Period 

(months) 


Storage 
Temp. 
<*C). 


Stability (% initial) 


Amoxycillin 
Trihydrate 


Potassium 
Clavuianate 


Initial 




100 


100 


2 


37 


100 


98 


4 


30 


99 


97 




37 


95 


95 
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EXAMPLE 8. 

Tablets of the following composition were prepared: 
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Ingredient 


mg/ tablet 


Amoxycillin trihydrate 


equivalent to 250 mg of 
pure non-hydrated 
amoxycillin 


Potassium clavuianate 


equivalent to 125 mg of 
pure clavulanic acid 


Calcium Carbonate 


175 


Heavy Magnesium Carbonate 


110 


Cross-linked polyvinylpyrollidone 


75 


Magnesium Stearate 


19.5 


Microcrystalllne Cellulose to 


1000 



15 



The preceeding tablets were prepared as follows: 

30 -estrri^ were Passed ,hrou 8 h . 

stearate. The mix was compressed to a unhW 7£nZ ° ? 8 l? d 3 P ro P° rt '°n of the magnesium 
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Storage 
Period 
(Months) 


Storage 
Temp. 
(•C) 


Stability (% initial) 


Amoxycillin 
Trihydrate 


Potassium 
Clavuianate 


Initial 




100 


100 


2 


37 


98 


97 


4 


30 


100 


96 




37 


97 


94 
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same manner. Details of suitable coating materials are given below: 



Priming Coat Composition 



Ingredients 


mg/ tablet (approx.) 


Hydroxy 1 propyl methyl cellulose film-formers 


9.0 


Ethyl cellulose 


2.25 


Diethyl Phthalate (plasticiser) 


2.70 


Titanium Dioxide (pigment) 


4.0 




17.95 


Top - Coat (Type A) 


Ingredients 


mg/ tab let (approx). 


Methacrylic acid - methacrylate co-polymer 


11.7 


Diethyl Phthalate 


2.3 


Top - Coat (Type B) 


Ingredients 


mg/tablet (approx). 


Opagloss (modified Shellac) 


7.0 
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capsules by hand or on a filling machine. 
CU Ta dry unit-dose P-a^eutfc,. <^ 

r P L p rcir« trihydrateto 

potassium clavulanate is from 6:1 to 1:1. 

trihVd 8 8t A composition as claimed in any of Cairns 1 -6 which comprises 1 25-1 50 mgs of 
amoxycillin « t8 pharmaceutlcal comp0 sit.on of enhanced storage stability which comprises a 
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closed container containing one or more unit-dose compositions as claimed in any of claims 1 — 8 and a 
desiccant 

1 0. A packaged pharmaceutical composition as claimed in claim 9 wherein the container is 
reclosable by means of a screw-top. 
5 1 1 . A packaged pharmaceutical composition as claimed in claim 9 or 1 0 wherein the 5 

desiccant is silica gel. 

1 2. A packaged pharmaceutical composition as claimed in claims 9 or 10 wherein the desiccant is 
crystalline sodium, potassium or calcium aluminosiiicate. 

1 3. A method of prolonging the storage life of a composition as claimed in any of claims 1 — 8 in a 

10 container which comprises storing said composition in an atmosphere maintained dry by the presence 10 
of a desiccant in the container. 

1 4. A method as claimed in claim 1 3 wherein the desiccant is silica gel. 

1 5. A method as claimed in claim 1 3 wherein the desiccant is crystalline sodium, potassium or 
calcium aluminosiiicate. 

15 16. A method as claimed in any of claims 1 3 — 1 5 wherein the container is reclosable by means of 1 5 

a screw-top. 

1 7. A process for preparing a pharmaceutical composition as claimed in any of claims 1 — 8 which 
comprises bringing into association the components of said compositions. 
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